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- Extensions of time may be available under the provisions of 37 CFR 1 . 1 36(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )S Responsive to communication(s) filed on 13 November 2006 . 
2a)D This action is FINAL. 2b)E3 This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 
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Art Unit: 1645 

• DETAILED ACTION 

1 . A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1.17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1.17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 
November 13, 2006 has been entered. Claim 22 had been amended. Claims 1-21 and 
29-35 have been cancelled. Claims 36-37 have been added. 

2. The text of those sections of Title 35, U.S. Code not included in this 
action can be found in the prior Office Action. 

Rejections Withdrawn 

3. In view of Applicant's amendment and response the following rejections have 
been withdrawn: 

a) rejection of claims 22 and 26-29 pages 2-3, paragraph 3 of Final Office action. 

b) rejection of claims 22 and 25-29 pages 4-6, paragraph 4 of Final Office action. 

c) rejection of claims 22-29 pages 7-9, paragraph 5 of Final Office action. 

d) rejection of claims 22 and 26-30 pages 10-12, paragraph 6 of Final Office 
action. 
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New Grounds of Rejection 
Claim Objection 

4. Claim 37 is objected to for the following informality: a sentence should end in a 
period (.). Correction is required. 

Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

5. Claim 25 recites the phrase "less than 10 Mhz". It is not clear as to what 
Applicant intends since less than 10 Mhz includes zero. Correction and/or clarification 
is required. 

Claim Rejections - 35 USC § 102 

(e) the invention-was described in (1) an application for patent, published under section 122(b), by 
another filed in the United States before the invention by the applicant for patent or (2) a patent 
granted on an application for patent by another filed in the United States before the invention by the 
applicant for patent, except that an international application filed under the treaty defined in section 
351(a) shall have the effects for purposes of this subsection of an application filed in the United States 
only if the international application designated the United States and was published under Article 21(2) 
of such treaty in the English language. 

6. Claims 22-23, 26-28 and 36 rejected under 35 U.S.C. 102(e) as being anticipated 
by Graham (U. S. Patent No. 6, 939, 852 B2 published September 6, 2005). 

The applied reference has a common Assignee with the instant application. 
Based upon the earlier effective U.S. filing date of the reference, it constitutes prior art 
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under 35 U.S.C. 102(e). This rejection under 35 U.S.C. 102(e) might be overcome 
either by a showing under 37 CFR 1 .132 that any invention disclosed but not claimed in 
the reference was derived from the inventor of this application and is thus not the 
invention "by another," or by an appropriate showing under 37 CFR 1.131. 

Claims 22-23, 26 -28 and 36 drawn to a method of reducing neurotransmitter 
release in a subdermal structure of a patient, the method comprising the steps of: (a) 
non-chemically disrupting the stratum corneum of the patient's skin to reduce 
impermeability of the stratum corneum and (b) applying a fluid to the patient's skin, (c) 
applying a transdermal patch containing botulinum toxin provided in a dry state to the 
skin of the patient in an are that had had the stratum corenum disrupted in step (a) and 
(d) solubilizing the botulinum toxin provided in the dry state with the fluid. 

Graham teaches a method of reducing neurotransmitter release in a subdermal 
structure of a patient by applying a transdermal patch comprising botulinum toxin to the 
skin (column 1). Graham teach that strong binding of the botulinum toxin to the 
presynaptic cholinergic nerve ending and the resulting inhibition of exocytosis of 
acetylcholine by lowering the frequency of acetylcholine release (column 1). Thus, the 
prior art reference teaches the claim limitation "a method of reducing neurotransmitter 
release". Graham teach that the transdermal patch of the invention is an adhesive patch 
for use in conjunction with a skin permeation enhancer (column 4). Graham teach that 
the application of the botulinum toxin adhesive can be used concurrently or in 
conjunction with ethanol wipes, dermal abrasion or permeation enhancement such as 
iontophoresis (column 3). The claim limitations " wherein the stratum corenum is 



7 



Application/Control Number: 10/675,172 Page 5 

Art Unit: 1645 

disrupted by passing an electrical current from a first point to a second point on the 
patient's skin to a second point on the patient's skin" and "wherein the electrical current 
is passed to create a plurality of pores in the stratum corneum to enhance passage of 
botulinum toxin to the subdermal structures" and " are taught in the art because Graham 
teach that the application of the botulinum toxin adhesive can be used concurrently or in 
conjunction with ethanol wipes, dermal abrasion or permeation enhancement such as 
iontophoresis (column 3). 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

7. Claims 25 and 37 are rejected under 35 U.S.C. 103(a) as unpatentable over 

Graham (U.S. Patent No. 6,939,852 B2 published September 6, 2005) as applied to 

claims 22-23, 26-28 and 36 above and in view of Mitragotri et al (Science, Vol. 269, 

August 11, 1995). 

Claims 25 and 37 are drawn the method of claim 21 1 , wherein the stratum 
corneum is disrupted by applying ultrasaound at a frequency between 20 kHz and less 
than 10 Mhz at an intensity that does not permanently damage the patient's skin and 
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the method of claim 25 wherein the ultrasound application is delivered prior to 
application of botulinum toxin to the skin. 

Graham teaches a method of reducing neurotransmitter release in a subdermal 
structure of a patient by applying a transdermal patch comprising botulinum toxin to the 
skin (column 1). Graham teach that strong binding of the botulinum toxin to the 
presynaptic cholinergic nerve ending and the resulting inhibition of exocytosis of 
acetylcholine by lowering the frequency of acetylcholine release (column 1). Thus, the 
prior art reference teaches the claim limitation "a method of reducing neurotransmitter 
release". Graham teach that the transdermal patch of the invention is an adhesive patch 
for use in conjunction with a skin permeation enhancer (column 4). Graham teach that 
the application of the botulinum toxin adhesive can be used concurrently or in 
conjunction with ethanol wipes, dermal abrasion or permeation enhancement such as 
iontophoresis (column 3). The claim limitations " wherein the stratum corenum is 
disrupted by passing an electrical current from a first point to a second point on the 
patient's skin to a second point on the patient's skin" and "wherein the electrical current 
is passed to create a plurality of pores in the stratum corneum to enhance passage of 
botulinum toxin to the subdermal structures" and " are taught in the art because Graham 
teach that the application of the botulinum toxin adhesive can be used concurrently or in 
conjunction with ethanol wipes, dermal abrasion or permeation enhancement such as 
iontophoresis (column 3). 

Graham does not specifically teach the use of ultrasound. 



Application/Control Number: 1 0/675, 1 72 Page 7 

Art Unit: 1645 

Mitragotri et al teach a method of applying ultrasound to promote deliver 
therapeutic doses of proteins across the skin of a patient (see the Abstract). Mitragotri 
et al teach that the ultrasound is used at a low frequency of about 20 KHz (see the 
Abstract). Mitragotri et al teach that ultrasound can promote transdermal delivery of high 
molecular weight proteins (page 850). 

Therefore, it would be prima facie obvious at the time the invention was made to 
modify the method of Graham et al include using ultrasound to enhance the penetration 
of high molecular weight protein across a patient's skin (e.g. physically disrupt the 
stratum corneum), apply a fluid to the patient's skin (contained in the transdermal patch) 
and apply a transdermal patch to the patient's skin to deliver botulinum toxin to skin of a 
patient because Mitragotri et al teach that ultrasound can promote transdermal delivery 
of high molecular weight proteins and Graham teaches a method of reducing 
neurotransmitter release in a subdermal structure of a patient by applying botulinum 
toxin to the skin of a patient to influence acetylcholine release. It would be expected 
barring evidence to the contrary that a method of reducing neurotransmitter release can 
be achieved by using ultrasound to physically disrupt the stratum corenum, applying a 
chemical enhance to further disrupt the stratum corenum and applying botulinum toxin 
to the disrupt the stratum corenum in the form of a transdermal patch. 
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8. Claims 22-28 and 36-37 are rejected under 35 U.S.C. 103(a) as unpatentable 
over Schmidt (DE 198 52 981 A1 published May 18, 2000) in view of Mitragotri et al 
(Science, Vol. 269, August 11, 1995) and Glenn et al (U.S. Patent No. 6,797,276 
published September 28, 2004). 

Claims 22-28 and 36-37 drawn to a method of reducing neurotransmitter release 
in a subdermal structure of a patient, the method comprising the steps of: (a) non- 
chemically disrupting the stratum corneum of the patient's skin to reduce impermeability 
of the stratum corneum and (b) applying a fluid to the patient's skin, (c) applying a 
transdermal patch containing botulinum toxin provided in a dry state to the skin of the 
patient in an are that had had the stratum corenum disrupted in step (a) and (d) 
solubilizing the botulinum toxin provided in the dry state with the fluid. 

Schmidt teaches a method of reducing neurotransmitter release in a subdermal 
structure of a patient by applying botulinum toxin to the skin of a patient to influence 
acetylcholine dependent bodily functions (page 1). Schmidt et al teach that strong and 
irreversible binding of the botulinum toxin to the presynaptic cholinergic nerve ending 
and the resulting inhibition of exocytosis of acetylcholine by lowering the frequency of 
acetylcholine release (page 4). Thus, the prior art reference teaches the claim limitation 
"a method of reducing neurotransmitter release". 

Schmidt et al do not teach applying a transdermal patch containing botulinum 
toxin provided in a dry state to the skin of a patient in an area that had had the stratum 
corenum disrupted and solubilizing the botulinum toxin provided in the dry state with the 
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fluid or non-chemically disrupting the stratum corneum of the patient's skin to reduce 
impermeability of the stratum corneun and Schmidt et al do not teach the use if 
ultrasound. 

Glenn et al teach a method of transcutaneous immunization system where 
topical application of an antigen to intact skin (see the Abstract). Glenn et al teach that 
immune response can be enhanced by physical or chemical penetration (see the 
Abstract). Glenn et al teach a patch that is used to apply an antigen to the skin (column 
5, lines 38-51). Glenn et al teach that antigens from Clostridium botulinum can be used 
as the antigen used in the invention (column 7). Glenn et al teach that the patch contain 
penetration enhancers or a device for physical penetration enhancement (column 5, 
lines 38-51). Glenn et al teach that the disruption of the stratum corneum include tape 
striping or abrasives which remove the outer laver of the skin (column 8, lines 32-67). 

Mitragotri et al teach a method of applying ultrasound to promote deliver 
therapeutic doses of proteins across the skin of a patient (see the Abstract). Mitragotri 
et al teach that the ultrasound is used at a low frequency of about 20 KHz (see the 
Abstract). Mitragotri et al teach that ultrasound can promote transdermal delivery of high 
molecular weight proteins (page 850). The prior art teaches the claim limitations 
"wherein the stratum corneum is disrupted by applying an adhesive material to the 
patient's skin and removing the adhesive material applied thereto because Glenn et al 
teach that tape stripping is a physical enhancer used in their invention (column 8, lines 
32-67). The claim limitations " wherein the stratum corneum is disrupted by passing an 
electrical current from a first point to a second point on the patient's skin to a second 
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point on the patient's skin", "wherein the electrical current is passed to create a plurality 
of pores in the stratum corneum to enhance passage of botulinum toxin to the 
subdermal structures" and "wherein the ultrasound application is delivered prior to the 
application of the botulinum toxin to the skin" are taught in the art because Mitragotri et 
al teach that ultrasound can promote transdermal delivery Mitragotri et al teach that 
ultrasound can promote transdermal delivery of high molecular weight proteins. 

Therefore, it would be prima facie obvious at the time the invention was made to 
modify the method of reducing neurotransmitter release of Schmidt et al to include 
applying a transdermal patch as taught by Glenn et al and include the use of ultrasound 
as taught by Mitragotri et al to enhance the penetration of high molecular weight protein 
across a patient's skin (e.g. physically disrupt the stratum corneum) because Mitragotri 
et al teach that ultrasound can promote transdermal delivery of high molecular weight 
proteins and Glenn et al teach a patch that is used to apply an antigen to the skin in a 
transdermal patch and other chemical enhancers are used in the transdermal patch. It 
would be expected barring evidence to the contrary that a method of reducing 
neurotransmitter release can be achieved by using ultrasound to physically disrupt the 
stratum corenum, applying a chemical enhance to further disrupt the stratum corenum 
and applying botulinum toxin to the disrupt the stratum corenum in the form of a 
transdermal patch. 
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Status of Claims 



9. 



No claims allowed. 



Conclusion 



1 0. Any inquiry of the general nature or relating to the status of this general 
application should be directed to the Group receptionist whose telephone number is 
(703) 308-0196. 

Papers relating to this application may be submitted to Technology Center 1600, 
Group 1640 by facsimile transmission. The faxing of such papers must conform with 
the notice published in the Office Gazette, 1096 OG 30 (November 15, 1989). Should 
applicant wish to FAX a response, the current FAX number for the Group 1600 is (703) 
872-9306. 

Any inquiry concerning this communication from the examiner should be directed 
to Vanessa L. Ford, whose telephone number is (571) 272-0857. The examiner can 
normally be reached on Monday - Friday from 9:00 AM to 6:00 PM. If attempts to reach 
the examiner by telephone are unsuccessful, the examiner's supervisor, Jeffery Siew 
can be reached at (571) 272-0787. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see <http://pair-direct.uspto.gov. /> . 
Should you have questions on access to the Private PAIR system, contact the 
Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



Vanessa L. Ford 
Biotechnology Patent Examiner 
January 27, 2007 
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